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AMENDMENTS TO THE CLAIMS 

This listing of claims will replace all prior versions, and listings, of claims in 
the application: 

Listing of Claims 

1 . (Currently Amended) A method of treating or preventing demyelination in a 
subject, comprising the step of administering to a subject in need of such treatment an 
effective amount of at least one sterol absorption inhibitor or a pharmaceutically acceptable 
salt or solvate thereof, wherein the at least one sterol absorption inhibitor is sefeeted-#em-fe 
grou p consisting of ste ret-absoypt i o n inhibite F or mul ae : 



(a) Formula (I): 



R FT 
Ar 1 -X m ~(C) q ^(C) r Z p 



Ar 3 



R° 



J N v 

o V 



(i) 



or a pharmaceutically acceptable salt thereof or a solvate thereof, 
wherein: 

1 2 4 

Ar and Ar are independently selected from the group consisting of aryl and R - 
substituted aryl; 

3 5 

Ar is aryl or R -substituted aryl; 

X, Y and Z are independently selected from the group consisting of 
-CH2-, -CH(lower alkyl)- and -C(dilower alkyl)-; 

2 . 6 

R and R are independently selected from the group consisting of -OR , 
-0(CO)R 6 , -0(CO)OR 9 and -0(CO)NR 6 R ? ; 

1 3 

R and R are independently selected from the group consisting of hydrogen, lower 

alkyl and aryl; 

q is 0 or 1; 
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r is 0 or 1; 

m, n and p are independently selected from 0, 1, 2, 3 or 4; provided that at least one 
of q and r is 1, and the sum of m, n 5 p, q and r is 1, 2, 3, 4, 5 or 6; and provided that when p is 
0 and r is 1, the sum of m 5 q and n is 1, 2, 3, 4 or 5; 

4 

R is 1-5 substituents independently selected from the group consisting of lower alkyl, 
-OR 6 , -0(CO)R 6 , -0(CO)OR 9 , -0(CH 2 ) M OR 6 , -0(CO)NrV, 

-nr 6 r 7 , -nr 6 (co)r 7 , -nr 6 (co)or 9 , -nr 6 (co)nr 7 r 8 , -nr 6 so 2 r 9 , -coor 6 , 
-conrV, -cor 6 , -so 2 nr 6 r 7 , s(ov 2 r 9 , -O(CH 2 ) M0 -COOR 6 , 

-O(CH 2 ) M0 CONR 6 R 7 , -(lower alkylene)COOR 6 , -CH=CH-COOR 6 , -CF 3 , -CN, 
-N0 2 and halogen; 

R 5 is 1-5 substituents independently selected from the group consisting of 
-OR 6 , -0(CO)R 6 , -0(CO)OR 9 , -0(CH 2 ) M OR 6 , -0(CO)NR 6 R 7 , -NR 6 R ? , 
-NR 6 (CO)R ? , -NR 6 (CO)OR 9 , -NR 6 (CO)NrV, -NR 6 S0 2 R 9 , -COOR 6 , -CONrV, 
-COR 6 , -S0 2 NRV, S(O) 0 . 2 R 9 , -.0(CH 2 ) MO -COOR 6 9 -O(CH 2 ) M0 CONR 6 R 7 , 
-(lower alkylene)COOR 6 and -CH=CH-COOR 6 ; 

6 7 8 

R , R and R are independently selected from the group consisting of hydrogen, 
lower alkyl, aryl and aryl-substituted lower alkyl; and 

9 

R is lower alkyl, aryl or aryl-substituted lower alkyl; 



(b ) F or mu l a (HI) : 



R 

Ar 1 -A-Y5-C-Z, 

q I 

R 2 



J — N, 



At 



O' 



Ar 2 



or a pharmaccutically acceptable salt th e re o f or a s o lvate the r eof , wh e r ein , i n Formula (III) 

abov e : 
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4- 3- 

A? ~is-R -substituted aryl; 

3 4 

Af 4s-R substitut ed aryl; 
A* -*s-R -substituted a ryl; 

Y and Z ar e independently sel e cted from th e group consisting of Cli^ - 
CH (l ower alkyl) and C(dilower alkyl) ; 

A is selected from O , S , S(O) or S(p)^ i 

-i- % % $ 

R is s ele ct e d from t he group co nsi sti ng of O R , 0(CO)R , 0(CO)OPv -and 

6 -7 2 

0(CO)NR R j-R is selecte d from th e g roup consisting of h y dro g e n, lower alkyl and aryl; or 

4- 3 

R andR t o g e ther are ~"0; 
q is 1, 2 or 3; 
p is 0, 1,2,3 or 4; 

R^ is 1 3 sub stituents independently selected from the group consisting of 
-OR 6 , 0(CO)R 6 , 0(CO)O R * 0(CH^OR*, 0(CO)NrV 7 -^rV f ^R 6 (GO)R^ 
^ V0)0R a r^ 6 (C0)NRV^-NR 6 SO 3 lo w er alkyl, N R *SQ a aryl, C0NR 6 rV<3OrV 
SO^NrV^^Q) ^ allcyl, S(0) w aryl, 0(CH 3 ) 4 ^ COOR *, 0(CH 2 ), M4) CONR 6 rW 
halogeno, m halogeno, o lower alk yl , m lower alky l, (lower al l c y l ene) COO R j-and 
CH-CH COOR* f 

3- 4 

R -an4R are inde p endently 1 3 substituents inde p ende ntl y s e le cted from the group 
consisting of R^ , hydrogen, p-lower al k yl, aryl, •N0 2T -€F 3 , a n d p-haloge no ; 

R y-R and R are independently s elected from the grou p consist ing of hydrogen, 
lower alky l, aryl and aryl substitut e d l o we r alkyl; a n d 

R is lower alkyl, aryl or aryl- substituted lower alkyl; 
(e) Formula (IV): 




19 



Ar 2 
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or a pharmaceutically acc eptable salt the r e of or a solv a te thereof, wherein, in Formula (I V ) 
abeve-f 

A is selected from the gr o up c onsisting of R substituted heterocycloalkyl , R - 

substituted heteroaryl, R -s ubstituted benzofus e d heterocycloalkyl, and R substituted 
b e nzofused heteroaryl; 

Ar is aiyl o r R substituted aryl; 

2 4 

At is aryl or R substituted aryl; 
Q is a bond or, with the 3 position ring carb o n of the azetidinon e, fo rms the spiro 



s. 



R^—(R 6 ) 



group ^ ^ b ; a nd 

i s se l e c ted from the gro u p consisting of: 
— - ■{GR^-rwhe mm q is 2 6, pr o v id e d t hat when Q for ms a spiro ri ng , q ca n also 



be zero or 1; 



-(€Ha) e G (CHj ) , 5 wher e in G is O , C(O) phonylone, NR*-eg 



-S(Q)qji - 9 e is 0 5 and r is 0 5, pr ovided that the sum of e and r is 1 6; 
(G a -€ 6 alk e nylene) ; and 

(GH^-V-fGHa)^ , wherein V is C^ G^ cycloalkylene, f is 15 and g is 0 5, 



prov i ded that the sum off and g is 16; 



~R § -is-sel ected from: 



II II I Q I .1 

-CH-, ~C(C r C 6 alkylh -CF-, -C(OH)-, -C(C 6 H 4 -R 9 h o r + N CT ; 

R and R are independently sel e cted from the gr oup consisting of 
-GH 2 , CH(C^ alkyl), C(di (C^) alkyl), CH-CH and 

~€(€ 4 -€ 6 alkyl )~"CH ; or R tog e t he r w ith a n a djacent R , or R tog e th e r with an adjacent R ? 
forma CH-CH or a C H -CCC^-alkyl) gro u p; 

a an d b are independent ly 0, 1, 2 o r 3, pr o vided b oth ar e not zero; provided that whe n 
& w CH-CH or QC^alkyl^CH ,ais 1; provided that when R 4s 
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CH-CH or CCCj .-G^aB cyQ -CH , b ia 1; provided that when a is 2 or 3, the R . % can b o the 
same or dif f eren t; a n d pro v i ded that when b is 2 or 3 , the m's can be t he sam e-efr^iffefeBfr 
and when Q i s a bond, R* also can be selected from: 

R 10 f 12 R 10 R 10 

^-Y d -C- Z h -,-X m -(C) s ^Y n -(C) t -Z p ^ oi ^ x r (C) v -Y k -S(O) 0 ^; 
R 11 R 13 r11 R 11 

where M is O , S , S(O) or S(0) 5 -t 

X, Y and Z are independ e ntly s e lected from the group consisting of 
-GH 2 , CHCC ^all cyl ) an d C (di (C^ ^aBq^ 

40 42 

R andR are independe ntly s e l ected from the g r oup consisting of 

44 44 44 44 45 

-OR ; 0 (CO )R , 0( C O)OR and 0(CO)NR R f 

44 44. 

R and R are ind e pendently s e lected from the group consisting of hydrogen, (C ^ 

40 44 t n u ^ 

€ 6 )al k yl a nd aryl; orR andR together ar e ~0, or R - andR t ogether ar e "O; 

dis 1, 2 or 3; 
his 0,1,2, 3 or 1; 

s is 0 or 1 ; t is 0 or 1; m, n and p are independent l y 0 4; provided that at l eas t o ne of 
s and t is 1 , and th e s um of m, n, p, s and t is 16; prov id e d t ha t w h en p is 0 and t is 1 , the 
sum of m, s and n is 1 5; and pr o v i de d tha t when p is 0 and 3 is 1 , t he sum o f m, t and n is 1 

v is 0 or 1; 

j a n d k ar e independ ently 1 5, provided that the sum of j, k a nd v is 1 5; 

R~ is 1 3 substitu ent s o n the ring carbon atoms selected from the group consisting of 
hydrogen, (C^ ^ )alkyl, (C 2 -€^ )alkenyl, (C 2 ^^ )alkynyl, 

(G^-G^ cycloalkyl, (C_ 3 ~G 6 ) cy cloal k enyl, R substituted aryl, R - substitut e d benzyl, 

4? 47- 44 4-5 

R substituted benzyloxy, R sub st itut ed aryloxy, halogeno, NR R 5 

44 4~v 44 44 46 

NR R {€ 4 ,-G 6 alltylene) , NR R C(0)(C 4 -G 6 allcylono) , NHC(0)R -, 

46 44 

QHrG ^alkoxy, OC(0)R , COR , hydroxy(q-G 6 )alkyl, (C 4 ,-€ 6 )allcoxy(C^ 6 )afeyj 7 
NO s , SCO^ R^r-SO^NR^R ^ and (C 4 -€ 6 allcylene)COOR 4 4 ; whan R"io a oubatitucnt on a 
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~7 ( Cl 1 2)1 -2 

heterocycloalkyl ring, R is as defined, or is "O or O ; and, where R -*s~a 

substituent on a substitutable ring nitro gen, it is hydrogen, 

(G^-G ^alkyl, aryl, (C ^G^ alkoxy, aryloxy, (C ^ 6 )alkylcarbonyl, arylcarbonyl, hydroxy , 

O 




4* 

wherein J is O , NH , NR or CH.f i 

£ 4 

R and R ar o independently selected from tho group consisting of 1 3 substituents 
independ e ntly selected from th e group consisting of (C 4 .-€ 6 )aBg4 ? 

u ±4 ±6 44 44 4-$ 44 44 

-OR , 0(CO)R , 0(CO)OR , 0(CH 3 )^QR , 0(CO)NR R H^R R , 

44 4444 4644 44 49 44 44 44 

-NR (GQ)R r^R (CO)OR 7-NR (CO)NR R H^R S©2& , COOR -, 

±A .is 44 44 is. -16 44 

_GONR R ^-€OR r-SOs^R R rS£©)^ R r-©(QK 3 WGOOR , 

44 44. 44 44 

-©(GH^GONR R T-tGfG, allcylon o ) COOR , CH-CH COOR H3P a , CN, NO a -«H* 
halogen; 

R S io hydrogen, ( C,,-€ 6 ) alkyl, aryl (C . 1 ,-€ 6 )allcyl, C(0)R^ or COOR % 

R and R ar e independently 1 3 groups independently sel e cted from the group 
consisting of hydrogen, (C^ -G^alkyl, (C^)a ft:oxy , COOH , N% 

44 44 

-NR R , OH and halogeno; 

44 45- 

R and R are independently select e d from the group consisting of hydrogen, (C r 
G 6 )alkyl, aryl and aryl substitut e d (C^ 6 )afeyH- 

4-6 4-7 

R is-^.-G 6 )alkyl, aryl or R - substituted aryl; 

-1-8 

R "is hydrogen or (G^ -G ^allcyl; and 

4-9 

R is hydrogen, hydroxy or (C^ -G^ alkoxy ; 



(d) Formula (V) 
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R 

I 



ArV (CL S(0) p 



R 

or a pharmaceutically a c c ept ab le salt th e r e o f or a s o lv a te th e fee^-w faerein, in Formula (V) 
abo v e- 

Ar is ary l, R - substitute d aryl or heteroaryl; 

2 4 

Ar is aryl or R substi t ute d ar y l; 
Ar is aryl or R substitut e d aryl; 

X and Y are independe ntly selected from the group c onsisting of CH 2 - 
CH(lower alkyl) and C(dilower alkyl) ; 

Ris OR 6 , 0(CO)R 6 , 0(CO)OR* or 0(CO)>ffvVHfe^is hydrog e n, lo w er alkylor 

-1- 

aryl; orRandR. together are -~0; 
qis 0 or 1; 
r is 0, 1 or 2; 

m and n are independently 0, 1 , 2, 3, 4 or 5; provid e d that th e sum of m, n and q is 1, 
2,3, 1 or 5; 

4 . 

R is 1-5 substituent s ind e p e ndently selected from th e group c on si sting of l o w er al k yl, 
-QR, 0(CO) R *, 0(CO)O R ^, 0(CH 2 ) 4 „ 5 QR 6 , 0(CO)Nr V ? 
44rVh^(€Q^ COOR*? 

CONrV, COR 4 ^S0 2 NRyrg(0) Q ^ ? Q(GH 2 )^ COOR^ 
-Q(eH^€QNR V, (lower alkylon o )COOR 6 and CH"CH COOR^ 

R is 1 5 substituents indep en den tl y s e l e ct ed fro m th e group consisting of 
-OR 6 , 0(CO)R 6 , 0(CO)O R * 0(CH^QR 6 , 0(CO)NR V r ^NRV r ^R 6 (GQ)R ? , 
44RVo)O^T^^ § (CO)NRV r 44R 6 SO ^, COOR *, CON rV, COr V^NR 6 R ? t 
g(0)^R fi , 0(CH 2 ),^ C OOR 6 , OCCH ^^ CONR Vr-Gg^, C N , N 0 2 , halogen, 

(lower allcyl ene)€QQR 6 a n d CH~CH CO OR - 
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R rR and R are indep endently s e lected from the group consisting o f hydrogen, 
lower allcyl, aryl and aryl substituted lower alley!; 

R is lower allcyl, aryl o r aryl -substitut e d l ower allcyl; and 

40 

R " is 15 substituents independ e nt l y s el ected from the group consisting o f lower 
all c y l, OR 6 , 0(CO)R 6 , 0 (CO) O R* 0(CH 2 )^QR 6 , 0(CO) N rV 7 
^y_4s^GQ^ CO OR* y 
CONrV, COR^r-SQaNR Vr^Q)^, 0(CH^ COOR* 7 
OCCHa ^CONRVr-GP^ , CN, NO a and halogen; 



(e) Formula (VI): 



X R-(R 2 )v / R20 



-N 



\ 



R. 



•21 



or a pha rmaceutical^ accept able sa lt t h ereof or a solvate thereof, wh e rein: 



R4-4s 



-CH-, -Cflower aikyl)-, -6(QH)~, -fc(C 6 H 5 )-, ^(C 6 H 4 -R 15 )~, 



i i 



R a and R g. ar e i nd epe n dently se lected from the group consisting of: 
~€H 2, CH(lowor allcyl) , C(di lo wer a llcyl) , CH~CH and C(lowcr alkyl)~CH ; or 
R4 . together with an adjacent Ra, or R4. together with an adjacent Rg., form a 
-C H "C H or a CH"C(lower al lcyl) • gi'oup; 

u and v are indep e ndently 0, 1, 2 o r 3, prodded both ar e not zero; provided that when 
R2 is CH-CH or C(lower alleyl)"CH , v is 1; pro vided that when Ra r 4s 
- CH~CH or C(lower allcyl)~" C H , u is 1; provided that wh en v is 2 or 3, the R g t's can be the 
same or different; and pr ov ided that when u is 2 or 3, the R g . f s can be the same or different; 
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R4 is selected from B (CHa ) mC(O) , wherein m is 0, 1, 2, 3, 4 or 5; 
B (CH^q-rwte ein q is 0, 1, 2, 3 , 4, 5 or 6; 

B (CH2 )e Z (CH^ , wherein Z is O 5 C(O) , phenylene, N(Rg) or S(0) Q- a > e is 0, 1, 2, 
3, 4 o r 5 and r is 0, 1, 2, 3, 4 or 5, provided that the sum of e and r is 0, 1, 2, 3, 4 , 5 or 6; 
B~(€2~€£ alkenylene) ■ ; 

B (CH^. Z (C2 ~G& alken y le ne) , wherein Z is as de fi n ed abov e, and wherein t is 0, 1, 2 or 3, 
provided that the sum of t and the numb e r of carbon atoms in th e alk e nylen e chain is 2, 3, 4, 
5 or 6; 

B (CH a)f-V-(CHa) g s wh er ein V is C^-G£ cyclo a lkylen e, f is 1 , 2, 3, 4 or 5 and g is 0, 1 , 2, 
3, 4 or 5, provid e d that th e sum of f and g is 1, 2, 3, 4 , 5 or 6; 
B-QSH £k V (Ca -G 6 alkenylono) or 

6-(€2-€6 alkenylene) V (CH:^ , wherein V and t are as defined above, p rovided that the 
sum o f t an d the number of carbon atoms in the alkenyle n e cha in is 2, 3, 4 , 5 or 6; 
B-(CHa) a Z (CHa )b V-(CHa )d > wh e r ein Z and V are as d efi n ed above a n d a, b a n d d a r e 
independ ently 0,1,2 , 3, 4, 5 or 6, provided that the sum of a, b and d is 0, 1, 2, 3, 4, 5 or 6; or 
T (CHa )s ? wh e rein T is cyclo alkyl of 3 6 carbon atoms and s is 0, 1, 2, 3, 4, 5 or 6; or 



R4. and R4 togeth er form the group B-CH-C- ~ 

B is selecte d from indanyl, indenyl, naphthyl, tetrahydronaphthyl, heteroa ryl or W 
substitut ed he t e ro aryl, where in h e t e ro a ryl is s ele ct e d fro m th e gro u p co n sist ing of pyrrolyl, 
py r i di ny l, p y rimidi nyl, pyrazinyl, triazinyl, imidazolyl, thiazolyl, pyrazolyl , thien yl, oxazolyl 
and furany l, a n d for nitro ge n-c ontaining heteroaryls, the ^ N oxides thereof , or 



W is 1 to 3 substituents indep endently selected from th e group consisting of lower 
al kyl, hydroxy lower alkyl, low er al k o x y, a lkoxyalkyl, alkoxyalkoxy, alkoxycarbonylalkoxy, 
(lower alkoxyimino) lower alkyl, lower alk anedio y l, lo wer a llcyl lower alkanedioyl, allyloxy, 
~€Fg ., OCFg., benzyl, b e nzyl, be nzyloxy, 
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R? b c nzyloxy, phenoxy, R? phenoxy, die xolanyl, NQ2~N(Rg)f%)^^^ 

alkylene , N(R g)(R9) lo w er a lkyleny l oxy , OH, halogono, CN, NHC(0)0E4 & 

silyloxymcthyl, C(0)P4 ar-€QQR^r-€QN(RsXR 9) ; CH-CHC(0)P4 £, lo we r alkyl e n e 

€(Q)Ri3rR4 0C (O )(lower alkylenyloxy) , N ffig)(R »)C(0)(lower alky le ny l o x y ) a nd 

/ — v 

- CH 2 " N Ri3" 

^ — / for substitution on ring carbon atoms, 

and the substitucnts on th e substituted heteroa r y l r in g nitrog e n atoms, when present , are 
select e d from the g r oup consisting of lower alkyl, lower alkoxy, C(0)OR4 -& 
~G(Q)Rj-Q , OH, N(R^ )(R 9) lower allcylono ,N(R &)(B») lo w er al lcyle nyloxy , S(0) 2NH£-and 
2 (trimethylsilyl) ethoxymethyl; 

R ? is 1 3 groups independently selected from th e group consisting of lower alkyl, 

l ow er al k ox y, COOH , NO^ ^-^^)^ ), OH, and halogono; 

Rg-and^R^ are independently sel e cted from H or lower alkyl; 

is s e lected from lower alkyl, phenyl, R^ - phonyl, benzyl or RT rbea^fe 
Rj 4 is select e d from OH, lower alkyl, phenyl, benzyl, R^ - phenyl or R^ enzytj 
R±2 is selected from H, OH, alkoxy, ph e noxy, benzyloxy, 



N — f H^PkgKR ft), lower alkyl, phenyl or R y-pheByH 
Rj^ is select e d from O , C Ha s NH , N(lower alkyl) or NC(0)R4 gy 
R^^-aad-R^ a rc ind epe nden t ly sel ected from th e group consisting of H and the 

groups defined for W; or is hydrogen and R^ -and-R tf, together with adja c ent carbon 

atoms to which they are attached, form a dioxolanyl ring; 

Rj-i) is H, lo wer alkyl , phenyl or phenyl lower alkyl; and 

RaO-^mddfeajr ar e i n d epende ntl y sefeeted-ft om th e g r oup cons is ting o f phenyl , W~ 
sub s tituted phenyl , na p h t hyl , W s u b sti tu t e d naphth y l, in dany l, i n d enyl, tetrahydr o n ap hth yl, 
bcnzodioxolyl, heteroaryl, W substituted hete ro aryl , benzofused he t e r oaryl, W substituted 
b enzofused heteroaryl and cycl o propyl, wherein heteroaryl is a s de fined abov e ; 
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(f) F o r mu la (VIIA ) o r ( V I IB): 



R 



B'— D- 



B 

I 

A 



-N. 



R4 



Or 



B 



R4 



or a pharmaceutically acceptable salt or solv ate t h ereof, 
wher e in : 

A is CH~C H , -C=C^^(-GH. 2 ) r 

Pin 
i-> K3 

/ Rl 




XT rcf 




Rr 



(¥HA) 



f¥HB) 



K 3 - 

D is (CH a) ffiC(O) or (CHa ) q wherein m i s 1, 2, 3 or A and q is 2, 3 or 4; 
E4s-€4£-te-€2Q alkyl or C (O ) (C^4e-€j^ ) allcyl, wherein the allcyl is straight or 
bran c hed, saturated o r co n ta ining one or more double bonds; 
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R iB hydrogen , C^-G^ alkyl, straight or branched, saturate d or co ntaining one or 
mo re d oub le bonds, or B (CHg t)t , wherein r is 0, 1, 2, or 3; 

iH-r^T^r^T^r^d^g ! ar e i ndependently selected from the gr o up consisting of 
h ydr o gen, lower alkyl , lowe r alkox y , c ar boxy, N0 2 ?£fl& a> OH, halogeno, lower alkylamino, 
dilowe r aU cy l amino, NHC(0)OR §yj^Q aSNH and S(0) aNH2t 



wherein n is 0, 1 , 2 or 3 ; 

&§ . is lower alkyl; and 

is OH, low e r alkyl, phenyl, benzyl or substitut ed p h enyl wherein the substituents 
are 1 3 groups independ e ntly selected from the group consisting of low er alk yl, lower alkoxy, 
carboxy, NO^ t-WH s, OH, halogeno, lower alkylamino and dilower alkylamino; 



or a pharma c eu tica l^ acceptable salt t he r e o f or a solvate the r e of, wh e r e in, i n F o r mu la ( V III) 
abeve^ 

— is H or OG" H 

Q and ar e in d epen d e ntly s e l e ct ed from the group co ns isting o f 




Formula (VIII): 




em 




PR 7 
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and a 1 O u 

R 0// f ^ A v / provided that when R 2 ^ is H or 

^ 0 ^CH 2 R a 

OH, G is not H; 

IVRft and R& are inde p en d en tl y se l e c te d from the grou p co n sisting of H, OH, 

halogeno, NHg, azido, (C j r -€ ^)allcoxy(C 4.-e^)- alkoxy or W R ^- 

W is in d e pend e ntly selected from the gro up consis ting of NH C(O) , O C(O) , O 

C(0) N(R ^) , NH C(0) N(R^ ) a nd O C(S) N(R^H 

R ^ and R& are ind e pen dently sele cted from the group c o nsi st in g o f H, 

^©-^"G^allcyl, aryl and aryl(C4-~^^)alkyl5 

are inde p en d ent l y s e l e ct e d from t he g ro up consisting of 
H r (Gj r -G^) a llc>4, aryl(C4^£ )alkyl, C(0)(C ^~€&)al l cyl and 
C(0)aryl; 

R ^ is selected from the group consisting of R^ substituted T, 

substituted T (C4 -~G&)alkyl, R 3 ^ substituted (Ca ^ 4)aHt e nyl, 
R^ sub s tituted ( Q .-€6)alkyl, R ^ substituted (Cg . C7)c y cloalkyl a n d 
R ^ substitut e d (Cg . C7)cycloallcyl(C^ 6)alkyl; 

Rfo is s ele ct e d from t he g roup consisting of H and (C4 .-G4)al k yl; 

T is selected fr o m t h e group c onsisting of phenyl, furyl, thienyl, pyrrolyl, oxazolyl, 

i s o x azol yl, thiazolyl, iosthiazolyl, benzot hiazolyl, thiadiazolyl, pyrazolyl, imidazolyl and 
pyridyl; 

is ind e pendently selected from 1 3 substituents indep endently select e d from th e 

group con sisting of halog e no, (Cj -~€4)al k yl, -OH, phenoxy, 

-GFg ., NOs r(Gj--€ 4)alkoxy, methylenedioxy, oxo, (C4 .-€4)al l cylsulfanyl, 

{Gj--G4)a ll cylsulf my l, (C^ 4)alkylsulfonyl, N(CHg fe C(0) N H(C4--€4)aH^ 
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C(0) N((C ^)afle ^ C(0) (C^ € 4)alkyl, C(O) (C i^ a llco xy an d 
pyrrolidinylcarbonyl; or R 3 ^ is a coval e nt bond and R^~, the nitrogen to which it is attached 
an4-R^ foim a pyrro l i dinyl, piperidinyl, N methyl piperazinyl, indolinyl or morph o l inyl 
group, or a (Cj .-G4) a l koxyca 3P bonyl substituted p yr r olidinyl, piperidinyl, 
N m e th ylpiperazinyl, i nd oli ny l or morpholinyl group; 
Af^ is aryl or substituted aryl; 

is aiyl or R~^~ substituted aryl ; 
Q is a bond or, with the 3 position ring carbon of the azeti di n o n e, 



RV(R 13 )a 



forms th e spiro group (R 14 )b 1 ; and 

R^ " is selecte d fro m t he g r oup consisting of 

(GH2) q , wherein q is 2 6, provided that when Q forms a spiro ring, q can 



-(GBfe)e-B-(eHa) n wherein E is O, C(O) , phexiylene, NR 3 3 - 



-S{Q)Q- £ - e is 0-5 and r is 0 5, provide d that the sum of e and r ia 1 6; 
(G2-€ ^)alkenylene ; and 

(€H3.)f-V-(€H2) g , wherein V is Cg .-€^ cycloallcylene, f is 1 5 and g is 0 5, 



provided that the sum off and g io 1 6; 
r«4s 

-CH-, -C(C 1 -C 6 alkyl)-, -CF-, -C(OH)-, -C(C 6 H 4 -R 2 3 )-, -N-, o r - + NCr ; 

are independ e ntly selected fr om the grou p cons is ti ng of CHa~ 
-GO$G±-G6 allcyl) , C(di (C^) alkyl), CH-CH and 

-G{€4--G^ a llc yl) - CH ; or R^ together with an adjacent R ^-e^-R^ tog e t he r with an 

adjacent R e fo r m a CH~CH or a CH-C(C^ €^*H cyl) group; 

a and b are ind e pendent l y 0, 1, 2 or 3, provided both are not zero; 
p ro v id e d tha t when R .^ is CH-CH or G{Gjk-G^ 

provided that when R u is CH-CH or C(C4 .-6fr 
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provided that when a is 2 or 3 , the Rffis can be the same or different; and 
provided that when b is 2 or 3, the R^'s can be the same or dif feren t; 
and when Q is a b ond , also can b e- 

R 15 R 17 R 15 R 15 

— oi -X r (C ) v --Y r S ( 0) o, 2 -; 

R 16 R 18 R16 R16 

M is O , S , S(O) or S(0)a ~ 

X, Y and Z are independently selected fro m t he group co nsisting of CH^- 
-€H(Gi-G 6)allcyl and C(di (C4^)aHcyl); 

R^-and-R^" are independently selected from th e group consisting of 1 3 subst itu en t s 
independently selected from the group cons isting of 

(G4-G 6)allcyl 9 OR^ , 0(CO)R * » 0(CO)OR^ , 0(CHa )4^QR^ 
0(CO)NR^ R^r^^R^^^ 

4ffi:^(CO)NR^R^^NR^gQ2R^ 9 COOR^, CONR^ RgVGQR^ 

-SO^lR^R^rS{Q)0^R ^ 0(CHa )i4 Q COOR^, 0(CHa )^eGNR^^ (G4.- 

Gg-ajl cylene) COOR^, CH ^ CH CO OR^r-Gi^, C N , NO g. an d haloge n 

0(CO)R^ , 0 (CO) OR ^and 0(CO) NR ^R^t 

R^ and R^ are independently s e lected from the group consisting of H, 
(€.jL-Gg )a l l cyl and a ryl; or R^ and R^^egefee^ar e =0, or R ^-and-R^ together ar e ~~0; 
d is 1, 2 or 3; 
his 0, 1,2 ,3 or 4; 

s is 0 or 1 ; t is 0 or 1 ; m , n a n d p ar e i n d e pend ently 0 4; 
provided that at least o ne of s and t is 1, and th e sum o f m, n, p, s and t is 1 6; 
provided that when p is 0 and t is 1, th e sum of m, s and n is 1 5; and provided t ha t 
when p is 0 and s is 1 , the sum of m, t and n is 1 5; 
v is 0 or 1; 

j and lc ar e independ e ntly 1 5, provided that th e su m of j, lc and v is 1 5; 
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R 15 

-X f (C) v -Y k -S(U) 0 ^ 
and when Q is a bond and R Ms- R 16 rAf^ can also be pyridyl, 

isoxazolyl, f ur anyl, p y rro ly l, thi enyl, imidazolyl, pyrazolyl, thiazolyl, pyra z iny l, p yrimidinyl 
or pyridazinyl; 

ar e ind epend e ntly s e lected from the group consisting of H, 
(G4--€6) alkyl , aryl and aryl substituted (C4 .-G^)aH^4t 

R^t&^Gj r -€^) al k yl , ar y l o r R ^ 4 substituted aryl; 

^4s4ir^ ^)a^ C(0)R^or COOR^ f 

R^-md-R^ 4 are independently 1 3 groups independently sele ct ed from th ^greup 
consisting of H, (Ci -€6) a l ky l, (Cj--G ^all c oxy ? C OOH , 

-NR'^R^, OH and halog e n o; and 

R 3 ^ is H , OH or (C^ £) alkoxy; and 

(h) Formula (K): 




or a pharmaceutically acceptable salt or solvate thereof, wherein in Formula (IX): 

R is s ele ct e d from t he group consisting of H, G, G rQ~ , SO ^H and PQ_3Ht 

G is s e lect e d from th e group consisting of: H, 
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R°0. ,0R 4 R 5 0, 
-OR 3 





OR 4 



o—\ o 

C(0)OR 2 , 
OR 3a 





O CHoR 



U CH 2 R a 



and 



OR 3 -H 2 C- 



CH 2 OR 6 , R 3 0 O 



6r 3 





wherein R, R a an d R * 3 are each independently selected from the group consisting of 

H , OH, halo, NHg t, a zi do, (C^ 6)alk ox y( C4.-G6) 



W is independently selected from the group consisting of 

NH C(O) , O C(O) , O C(O) N(R ^) , NH C(0) N( R ^-)-and 



R a and R^ are each independently selected from Hie group consisting of H, 



(€4.-G6)alkyl, acetyl, aryl and aryl(C4-~€^)allcyl; 

R^^R^rR^^^T^^ and R ^-age-e ach inde pend ently s el e ct e d f r o m t he gr o up 

consisting of H, (C 4.-G s)allcyl, acetyl, aiyl(C4 --€6 )allcyl, C(0)(C4 --G6) 



is independently selected from the group consisting of 



R ^ substituted T, substituted T (C ^-G sjalkyl, R^S substituted (C a-G 4)allconyl, R 3 ^- 
substituted (Cj .-G 6)allcyl, R 3 ^ substituted (Cg. C7)cycloalkyl and R 3 ^ substitut e d ■■(Cg.- 



C7)cyoloaltyl((^ -€^aH^ 
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R fo is independently sel e cted from the group consisting of H and (C± ^4)a&&fe 

T is indep endently selected fro m t h e g r oup consisting of p henyl, furyl, thienyl, 

py rrolyl, oxazolyl, isox az oly l, thiazolyl, iso thiazol yl, benzothiaz olyl, thia diazolyl, pyrazolyl, 
imidazolyl and pyridyl ; 

R^ is ind epe nd e ntl y selected from 1 -3 su b stituents which are each indep e ndently 

select e d from th e group consistin g of H, halo, (C^ -G 4)alkyl, OH, phenoxy, CFg -r-NQa? 
(G^-G 4)allcoxy, methyl e nedioxy , ox o, ( C4 r -€ 4)allcylsulfanyl > (Cj .^ 4)allcylsulfinyl, (C j-- 
€4)aH cylgulfonyl, N(CH» )a, C(O) NH( C^ ^)alJcyl, C(O) N((C^ 4)a^ 2 3 C(0) (C^ 
C 4)alkyl, C(O) (C4 ~€4)alkoxy a nd pyrrolid inylc a rbo nyl; or is a cova le nt b o n d a nd 

R^ ~, the nitrogen to wh ic h it is a t tached and R^ form a pyrrolidinyl, piperidinyl, N methyl 
p iper azi nyl, indolinyl or moipholinyl group, or a (C 4.-G 4)alkoxycarbonyl - substituted 
pyrrolidinyl, piperidinyl, N m e thylpipera z iny l, indolinyl or morpholinyl group; 
Q 4 " is represented by the structure: 




or H 2 N 

wherein is i n d e p e nd e ntly select e d fro m the group consisting of unsubstitut e d al l c yl , R 34 - 
s ubs tit uted all c yl, ( R ^R^jaflsyh 



CH 2 




R is one to thre e substituents, each R being inde pendently selected from the group 
consisting of HOOC , HO , HS , (CH ^)SMbN , (NH b)(NH)C(NH) , (NH^)C(O) and 
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R 3 ^ is i nde p endently selected from the group co nsis tin g of H an d NH a-~ 
R M is ind e p endently selected from the group con sist in g o f H , unsubstituted all e^-R^ 4 - 
substituted allcyl, unsubstituted cycloalky l and R 34 - substitut e d c y cl oalky l; 

G~ is represented by th e structure: 

R 37 

CH K 38 " 

wherein R^ a n d R ^"ar e e ach i n d e p ende nt ly s ele cte d from the group consi sti ng of (C4- 
G^ alk yl a n d ary l; 

R^ is one to five substituents, each R^ -b eing ind epe n dently selected from the group 
consisting of: 

a} 

b) OH- 

e) 0€H. 3 t 

d) fluorin e ; 

e) clilorin e ; 

$) 0-€H 

g) 0-6 4 > 

it) ©~G*~ 

i) SQ^H; an d 

j) P©* 

provided that when R 1 - i s H , R~ 6 is not H, OH, OCH^ o r O G; 

Ak ^ is aryl, R^ substituted aryl, he t e roaryl or R^ substituted heteroaryl; 
Ar- is aryl, R ^ 7 substituted aryl, h e te ro ary l o r substituted h e teroaryl; 



L is select e d from th e group co nsisting of: 
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a) a covalent bond; 

b) (CHa ) q $ wherein q is 1 6; 

e} ^G&) e ^GBa) ¥ 5 wherein E is O , C(O ) , phenylene , NR 33 ^ 

S(0) o ^ , e is 0 5 and r is 0 5, provid ed that the sum of e an d r is 1 6; 
d) (Ga-€^)allcenyle n e- ; 

e) (€tb) f V (CH* ) g , wherein V is C a-Gs cycloalkylene, f is 1 5 and 

g is 0 5, provide d that the sum of f and g is 1 6; and 

— 




wher ein M is O , S , S( O) o r S (0)a-~ 

— — — X, Y and Z ar e e ach ind e p endent l y se lected fro m H ie group consisting o f 
— €Ha , CH(C4-€e) allcyl and C(di ^G^)alkyl) ; 

R s is selecte d from the g roup co n sistin g o f H and alkyl; 

are each in dependently s e lect ed from the group consisting of 1 3 
substituents whi c h are each independently selected from the group consisting of (Q-- 

G 6)alkyl, 0(CO)R^ , 0(CO)OR^, 0(CH ^-gQR ^, O(CO)NR* 9r?0- 

g^Qfe^R ^ 0(CHa )j-4 a COOR^, OCCH^ ^^Q^R^R^^^-G^-a acylene) 
eOQR ^, CH-CH COOR^ r-GP ^, CN, NOa and halo; 

R 4 ^ and R 4 7 are each independently selected from the group consisting of 
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OiT, OC(0)R ^ O C(0) OR ^ 



-R andR ar e ea ch ind e p e nd e ntly s ele ct ed from the g ro up co nsisting o f H, (€4.- 




es^-arfR 44 tog e ther aro ~0, or R ^and-R 4 * together arc ~~0; 

dis 1, 2 or 3; 

his 0, 1,2,3 or 4 ; 

s is 0 o r 1 ; 

1 is 0 or 1; 

m, n and p ar e e ach i ndependently selecte d from 0 4 ; 

provided that at l e ast on e of s and t is 1, and the sum of m, n, p, s and t is 16; 

provided that when p is Q and t is 1, the sum of m, n and p is 1 5; and provided that when p is 
0 a n d s is 1, th e sum of m, t and n is 1 5; 
v is 0 or 1 ; 

j and lc are each in dep endently 1 5, provid e d that the sum of j, k and v is 1 5; 

Q is a bond , (CH^q , w he r e in q is 1-6, or, w ith t he 3 positi o n ring carbon of the 

azetidinone, forms the spiro group 



R 1 f-(R 1 \ 



wherein R^ -4s 



-CH-, -C(C,-C 6 alkyl)-, -CF-, -< 



■C(OH)-, -C(C 6 H 4 -R 23 )-, -N-, ut -+NQ- ; 



are ea ch independently selected from the group consisting of 
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-€H£, CH(C i-€6al ky l) , C(di (C^)-aH cyl) ? CH^CH and C(C^ alkyl)~CH ; or 

R ^ together with an adjacent R ^j-e^R ^ together with an adjacent R^, form a CH~CH or 
a CH-C(Cj --G # alkyl) group; 

a a n d b ar e each indep endently 0, 1, 2 or 3, provided both are not zero; provided that 

when-R ^ is CH "~ CH or C(C4 --G # alkyl)~CH , a is 1; provided that when R^-fe- 

CH-CH or C(Cj --G 6 alley 1)-CH , b is 1; provided that when a is 2 or 3, th e R^ ^an-be 

the same or different; and prov id e d that wh en b is 2 or 3, the R ^'s c an b e t he sa me o r 
different; 

and when Q is a bo nd and L is 

R 15 

- — X] — "Hp — — 'S{O} 0 . 2 — 

R 16 

teeAr ^ can also be pyri d yl , i s oxa z o lyl, furanyl, pyrrolyl, thienyl, imidazolyl, pyrazolyl, 
thiazolyl, pyrazinyl, pyrimidinyl o r p yri dazi n yl; 

R^-aad-R^ Q are e ach in dependen tly selected from the group consisting of H, (C^ - 
€ g)alkyl, aryl and aryl - substituted (Cj --G ^)alkyl; 

«ftHs-(G^ ^)alkyl, aryl or R 34 substituted ary l; 

R ^ is H, (C i--G 6)alkyl, aiyl (Q .-G 6)allcyl, C(0)R * » or COOR^ t 

R^-andrR 34 are each ind e p e nd e ntly sel e cted from the gro up consist ing of 1 3 
substit ue nts which are each independently selected from the group cons is t i ng of H , (C4-- 

€^)allyl ? (C^^ alkoxy , CO OH , NOa r-^R 4 ^^ O H and halo; and 
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is H, OH or (C4 .-G ^)allcoxy. 



2. (Original) The method according to claim 1, wherein the at least one 
sterol absorption inhibitor is represented by Formula (I): 

R R 2 



Ar 1 -X m -(C) q -Y n -(C) r -Z p ^ Ar 3 



R 1 R 3 



^ N x 



(I) 



or a pharmaceutical acceptable salt thereof or a solvate thereof, 
wherein: 

1 2 4 

Ar and Ar are independently selected from the group consisting of aryl and R - 
substituted aryl; 

3 5 

Ar is aryl or R -substituted aryl; 

X, Y and Z are independently selected from the group consisting of 
-CH2-, -CH(lower alkyl)- and -C(dilower alkyl)-; 

2 6 

R and R are independently selected from the group consisting of -OR , 
-0(CO)R 6 , -0(CO)OR 9 and -0(CO)NR 6 R 7 ; 

1 3 

R andR are independently selected from the group consisting of hydrogen, lower 
alkyl and aryl; 

q is 0 or 1; 
r is 0 or 1; 

m, n and p are independently selected from 0, 1, 2, 3 or 4; provided that at least one 
of q and r is 1, and the sum of m, n, p, q and r is 1, 2, 3, 4, 5 or 6; and provided that when p is 
0 and r is 1, the sum of m, q and n is 1, 2, 3, 4 or 5; 

4 

R is 1-5 substituents independently selected from the group consisting of lower alkyl, 
-OR 6 , -0(CO)R 6 , -0(CO)OR 9 , -OCCH^OR 6 , -0(CO)NR 6 R ? , 
-NRV, -NR 6 (CO)R ? , -NR 6 (CO)OR 9 , -NR 6 (CO)NR 7 R 8 , -NR 6 S02R 9 , -COOR 6 , 
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-conrV, -cor 6 , -so 2 nr 6 r 7 , S(O) 0 . 2 R 9 , -O(CH 2 ) M0 -COOR 6 , 
-O(CH 2 ) M0 CONR 6 R 7 , -(lower alkylene)COOR 6 , -CH=CH-COOR 6 , -CF 3 , -CN, 
-N0 2 and halogen; 

R 5 is 1-5 substituents independently selected from the group consisting of 
-OR 6 , -0(CO)R 6 , -0(CO)OR 9 , -0(CH 2 ),. 5 OR 6 , -0(CO)NR 6 R 7 , -NrV, 
-NR 6 (CO)R ? , -NR 6 (CO)OR 9 , -NR 6 (CO)NrV, -NR 6 S0 2 R 9 , -COOR 6 , -CONrV, 
-COR 6 , -S0 2 NR 6 R 7 , S(O) 0 . 2 R 9 , -O(CH 2 ) 1 . 10 -COOR 6 , -O(CH 2 ) M0 CONR 6 R 7 , 
-(lower alkylene)COOR 6 and -CH=CH-COOR 6 ; 

6 7 8 

R , R and R are independently selected from the group consisting of hydrogen, 
lower alkyl, aryl and aryl-substituted lower alkyl; and 

9 

R is lower alkyl, aryl or aryl-substituted lower alkyl. 
3-9. (Cancelled). 

10. (Original) The method according to claim 1, wherein the at least one 
sterol absorption inhibitor is administered to a subject in an amount ranging from about 0.1 to 
about 1000 milligrams of sterol absorption inhibitor per day. 

1 1 . (Original) The method according to claim 1 , further comprising the step 
of administering at least one antidemyelination agent to the subject. 

1 2 . (Original) The method according to claim 1 1 , wherein the 
antidemyelination agent is selected from the group consisting of beta interferon, glatiramer 
acetate and corticosteroids. 

1 3 . (Original) The method according to claim 1 , further comprising the step 
of administering at least one HMG Co A reductase inhibitor to the subject. 

14. (Original) The method according to claim 13, wherein the at least one 

HMG CoA reductase inhibitor is atorvastatin. 
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1 5 . (Original) The method according to claim 1 3 , wherein the at least one 
HMG CoA reductase inhibitor is simvastatin. 

16. (Original) The method according to claim 1 , wherein the subject has 
multiple sclerosis. 

17. (Currently Amended) A method of treating or prev e nting demyelination in a 
subject is provided, comprising the step of administering to a subject in need of such 
treatment an effective amount of at least one sterol absorption inhibitor represented by 
Formula (II) below: 



or a pharmaceutical^ acceptable salt or solvate thereof. 

18. (Currently Amended) A method of treating or preventing multiple sclerosis in 
a subject, comprising the step of administering to a subject in need of such treatment an 
effective amount of at least one sterol absorption inhibitor or a pharmaceutical^ acceptable 
salt or solvate thereof. 




(II) 



19. (Cancelled). 



20. (Cancelled). 
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